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BRISTOL-MYERS Company 
345, Park Avenue, New York, N.Y., U.S.A. 

Chemical processes and products 

The present invention relates to novel, orally effective analgetic compositions, which do 
not produce analgesia, euphoria or physical dependence (addiction) after parental 
administration. In particular, the invention relates to compositions, which comprise an 
orally ineffective dose of "naloxone* and an orally effective, strong analgetic in an oral 
dosage form, and which contain a sufficient amount of naloxone for each analgetic dose 
of the analgetic agent in order to negate the analgesia-, euphoria- and dependence- 
producing action of the composition when the oral dosage form is administered 
parenteral!}''. 

US patent 3 254 088, wherein the preparation of naloxone and its action as antagonist to 
a narcotic is described, belongs to the prior art, 

US patent 3 393 657 describes the combination of morphine and naloxone as a 
composition for parenteral administration, "which has strong analgetic as well as 
antagonistic action without the occurrence of undesired or dangerous side effects." An 
article in the NEW YORK TIMES dated July 14, 1970 describes the oral administration 
of naloxone to narcotic-addicts as method of treatment. The oral administration of 
naloxone (in high dvsesV render- it me><ssmh f r the addict, to exj srien eal igh 
independent of the amount of heroine, the addict is using". The compositions according 
K x v \ s % k f v v m i mj st hu d n 

produce analgesia, euphoria or physio. u dependence when administered emv;mmb; . me 
not at all obvious bom the prior art 
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\busi f dn gs ha ah i )st >ei ome x wa> of life for< a pi i!> go wing part d the 

i s < > rtion. particular!} heie ! nlcd S canst ml 

many of the un < - e i n lo experiment with any k v ! o i h produces 
an cmotimuV -ssOmh, ? ! eaph no. Jeprevsne or . ^ , < < vpenence. 

Most of « v <- 'I ! s ^ci Lie acid 

dietician j J I V P m arihuana^etrahuIuvrtMu^lM. •!). -non? analgetics, 

John m - hine, meperidine, propoxyphen. [darvone], methadone, 
dihydrocodeinone, pentazocine and the like), stimulants for the central nervous system, 
(amphetamines and the like) and some of the major or minor tranquilizers, (promazines, 
meprobamate, diazepines and the like). Most of these compounds are generally used in 
medicine for the legal treatment of different conditions and are thus available on the 
although in restricted way. Although ^aid o ! =: < nnds are a necessary part of 
modern medicine, it would be highly desirable to firstly produce new drugs, which do 
not mislead to drug abuse or, secondly, to "denaturate" (to change their features) the 
known substances in order to avoid their illegal use.. 

For many years, the pharmaceutical industry tried to solve the first goal, but 
unfortunately was not very successful. Focussing on the strong analgetics, it is obvious 
that a lot of money and effort were spent to produce chcrok ' - 1 \ v , J 

analgetic efficacy, but have little or no addictive liability. Although good progress was 
made, see e.g. the development of propoxyphene as a substitute for codeine or 
pentazocine as the substitute for morphine or meperidine, said substances are still 
described in the medical literature as * I su ted to (bt 

<v ^ onlurthprORN iv s ^ 

undesired side effects, e.g. bad hallucinations, etc. 

It is known to tl ' t s 1 i s ^ 1 k k ;n 1 1 as 

V it > i v 1 MM !l i 5 \ ! h ! K 3 l ' » I 

use, is offset by illegal or careless action, in most eases the addict or potential addict 
obtains said substances by theft or by careless prescription methods of the physician. 



addict or curious person will experiment in the same way too. Unfortunately, a 
substantial amours: of the legal strong analgetics, which are formulated in an oral dosage 
form, are offset for parenteral use and abuse. Because the oral dosage forms of these 
drugs, which have been offset from legal sources, have to be usable in a parenteral way 
in order to produce the desired euphoria, it follows that, if these oral dosage forms are 
rendered Ineffective or unpleasant for parenteral use by any means, this special supply 
of euphoric drugs is takers away from the addict or the potential addict. 

Naloxone, chemically 1 -N-aliyl- 1 4-hydroxynordlhydromorphinone (Merck Index, 8th 
edition, page 712, Merck & Co., Rahway, New Jersey, USA patent 3 254 088 [1966]}, 
is a strong narcotic-antagonist when administered parenteral ly. The parenteral product 
can be used for the treatment of narcotics-overdoses or in order to detect an addiction. 
Although naloxone is parentsrally very effective (a parenteral dose of 0J mg Up to 2.5 
mg induces- withdrawal symptoms of narcotics in the addict or results in a compensation 
effect of the narcotic in case of overdoses), the compound has to be administered in 200 
to 400-times larger amounts than the parenteral dose in order to orally result in the same 
effect. 

It is known that the concomitant parenteral administration of equivalent therapeutic 
doses of naloxone i 1 e i u in «n< orastf 1 oanhvu ?e ,ik- 
i ic an gene • to > k k -is in a normal individual and the euphoric and/or 
maintenance effect oi the analgetic in an addict. 

Many intes changeable ■ - s a>e e \ h used In order to describe the psychological or 
physical dependence of human beings to drugs. The term addiction, is mostly used when 

,x , \ i > > ^ 1 v. t) ! tn ' v i ! !> a ' i 1 

severe oniia weak agents, such as et in< p en the like t 

c jrs t sually sh ph e e 
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c k \ ! i t it i ( i i 1 i * i s v I 

\\Oid il 1)0' ^ ^/ ri Kj i ) th 

i -il P u i t i i i 'i u-'fh b t «. u i Addiction Committee 
of the National R ( 5 ditton c r chronic 

! n uf \ > nii u > u e J by the repeated 

administration of a drug, wherein the characteristic features are the compulsion to take 
the drug and to increase the dose, together with the development of psychological and 
sometimes physical dependence on the effects of the drug such that the development of 
possibilities of continuing the administration of the drug becomes an important motive 
in the existence of the addict. 

Addiction to strong narcotics or narcotic-like analgetics is often found when these 
substances are administered in a legal, chronic and parenteral way in order to alleviate 
strong pain. More often, however, addiction to said substances is found when the 
psychologically unstable individual or an individual seeking adventure is looking for an 
escape out of the realities of life and finds its escape in euphoria, which is produced by 
the parenteral administration of strong analgetics. Euphoria is generally defined as a 
feeling of well-being. Euphoria can. be produced by many ways, e.g. by nice events, 
alcohol, stimulants, and -depress ives, narcotics, etc. For the purposes of describing the 
I i_s m hiv.-nti'-s.. v»m - x h defined as an abnormal condition of well-being, which 
is produced by parenteral administration of strong analgetics. The terms "euphoria- 
producing analgetics" and "strong analgetics", as narcotics or narcotic-like analgetics 
are termed, are de'lncJ ^ v ^ t > m otu n \uci t t the* eompu<* 
chjgniical compounds, which, when, administered pa 1 t!) uph< d 

an addict, which is known to be addicted to heroine or the like, without substantial 
withdrawal ymptoms Fo the} N ;s <* 4 * \ & strong analgetic is 

v >. i. s t uph << > > ! 

•il t j i i i ' p hn i )n i 1 doxon« < 

salts. 
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! is the development of c I 

t c! i icji'e.j ! 1 1 ! 1 ubstd 1 1 not n 
to drug abt ; ond rh\t t w the el i »rc^ inin nisly ia, enpht m o» physical 
dependence, which are produced when an orally effective strong analgetic intended for 
oral administration is abused by parenteral administration. 

Accordingly, the present invention provides an oralb bctive algeti » dtion 
which does not produce analgesia, euphoria or physical dependence when administered 
parenterally, wherein this composition comprises an orally ineffective but parenteral!}' 
effective dose of naloxone and an orally effective, strong, i.e. narcotic or narcotic-like 
i i is in an oral d i;e forn 

According to the invention, a parenterally effective but orally ineffective dose of 
naloxone is combined with an orally analgetic dose of an orally effective strong 
\ J a > , >>lw v,jh the analgetic effect of the analgetic is not impaired when 
adt vini cud ot dly, if, however, any of the oral dosage forms is in the hands of an 
addict or a potential addict the composition will, when injected parenterally, not 
produce euphoria, but rather specific withdrawal symptoms. 

Examples of some representative orally effective strong analgetics and preferred oral 
dosage ranges of such analgetics are: meperidine (50-250 mg), oxymorphone (5 to 25 
n o v ij a p r ot ie (50 to 250 mg), anilerldine (25 to 150 mg), dextromoramide (5 to 25 
mg), dextropropoxyphene (32 to 150 mg), methadone (5 to 25 mg), metopone (3 to 1 5 
pig), Jevorphanol (2 to 10 mg), phenazocine (2 to 10 mg) J » v t dn.e * > 500 
mg), propiram (50 to 500 mg), profadol (20 to 250 mg), phenampromide (50 to 250 
mg), Oner i M! r, j\,i2 "o , > ! ! eitUo250 

rag), codeine (1 5 to 1 50 mg), oxycodone (5 to 50 mg) 9 .dihydi ode >ne i lOOmg 
hydromorphone (10 to 100 mg). fentanyl (0,5 to 10 mg), V- v > i 1 uno \ 

{ ie ! ^ i ! f du ! 1 IE f ' 

maho\A pnen) Poihamo>iopK'pk>nhen>^-f 'vme {25 b< 150 mg 1 * H -2'-h>droxy-2,^- 
dimethyl-5-phenyl-6,7~benzomorphan (10 to 150 mg), <-)-2'-hydroxy-2-(3-me%l*2» 
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buteny!)-9-methy)-5-pheny!-6,7-bei)zomorphan (20 to 300 reg), pirinitramide (10 to 150 
mg), (-)-a-5 ; 9-diethyI-2'"hydroxy'2-nisthy0-6,7-bcnzomorphan (50 to 250 mg), l-(2- 
< ih I is ' > , i ! \ Bk'' S \ !' t\ iO 1 cas vylat 

h ! < v < f t i ! i <. metby1-3-{rmbydroxyphenyl)- 

piperidine (50 to 500 mg), N-allyl-7a-(l-(R)-hydroxy- 1 -methyl-butyl K\I4-endo- 
ewenotetrahydro-nororipavine (50 to 250 mg), (->2'-hydroxy-2-raethyl-6,?- 
benzomorphan (50 to 250 mg), noracyimethadoi (10 io 150 mg), phenoperidine (5 to 
100 mg), a-dl-methadoi (5 to 25 mg), B-dl-methadol (35 to 250 nig), a- 1 -methadol (2 to 
j 5 mg), B-dl-acetyJ methadol (I to 10 mg), a- 1 -acetyl methadol (I to 10 mg), and B-l- 
acetyl methadol (2 to 25 mg). 

When the terms naloxone or the name of a strong analgetic agent are used in order to 
describe the present invention, all p! $ '* actcptabk. non-toxic salts **te also 

comprised and parts of the present invention. The salts of the compounds comprise inter 
aha the hydrochlorides, sulphates, bisulphates, tartrates, nitrates, citrates, bitartrates, 
phosphates, malates, maleates, hydrobromides, hydrojodldes, fumarates, succinates and 
the like. 

The compositions according to the invention are produced by mixing of an orally 
ineffective but parenteral!}'- effective dose of naloxone with an orally effective strong 
.analgetic. Naloxone and ikt strong analgetic -are pre! ably t > • -.mounts of 
about 0. 1 mg to about 1 0 mg, and most preferably about of 0, 1 mg to about 2.5 mg 
n t'. .> one pe an ilgei ic oral dose of the orally effective strong analgetic. 

} ■ • ...^'p-^.m^' Lv.' 1 ng to 0k- ■ nm n v an n<- formulated in am ci tlk known 
pharmaceutical forms for oral administration. As such the term "oral dosage form" 
prises t ^positions i lad tin tj t » in unh iosage forms 

I \ i, ,J L lilv'K 1 N 'U'!i M\ i ( 

i. m| n ? > si n m f h i nut i ss o , oi 

suspensions of the composition are also included in she definition. 
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The compositions according to the invention may also comprise further active 
ingredient ^e-.e hide a >ongst ther xampie spirin, phenaeetin i 
, c hbiai h< -main -pine h>lbvoniUc j >.umme citrate 

barbiturates or the like and multiple combinations thereof. Also included within the 
scope of i w s ' n c those c i ^ on f t 3 < 

combination with antitussive compositions, which contain n ireotics or narcotic-like 
cough suppressing agents such as codeine, .dihydrocodeinone, pholcodeine and the like. 
Other products, which comprise a narcotic or a narcotic-like composition for use as an 
antispasmiotic in the gastrointestinal tract, such as camphorated opium tincture, U.S.P., 
opium tincture, U.S.P., opium extract, N.F. and the like can also be denaturated with 
naloxone and they are also part of this invention, 

An especially valued composition of the present invention is the oral effective 
combination of methadone and naloxone. This relies in part on the known and used 
method of treating addicts with methadone. The regimen of the treatment comprises the 
oral administration of a maintenance-dose of methadone adequate to prevent narcotic 
craving, once or several times daily, to the addict. A major disadvantage of the program 
is that the addict needs to come to a treatment center once a day or several limes daily in 
order to receive the methadone. The oral methadone has to be administered in the 

- S 'leer in order to prevent the parenteral ahi v > ! 

euphoric effect. Said divj,b ant iges are avoided by the composition according to the 
invention. The naioxone-methadone-coniposftion is, as already stated above, orally 
effective, but cannot be misused parenteral!)' due to the presence of the narcotic- 
antagonist, naloxone. Thus, it is possible to supply an addict with a supply of a 
maintenance-dose of methadone for several days without fear of the composition being 
ncu fo the* th.ii i i a intends 

A preferred embodiment, of the present invention is an orally effective, analgetic 

i i whic does duce malgesia euphoria < >1 icai dependen vhen 

administered parenteraliy, wherein the composition comprises an orally ineffective but 
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pare era efl t xone ai 1 air orally efft etit in an 

> a! J >- i n 

A preferred embodiment of the present invention is an orally effective, analgetic 

> it ! hi t p duce analgeste v i physical dependence when 
administered parenteral iy ; . wherein the composition contains an orally ineffective but 

arers ly efJ f naloxone la 1 se ol rally effective 

t, ...p<; o; ' > 'u !,M" a! 1 ' s:e form. 

Ash .ihc> pieierrcd embodiment is an orally effective, analgetic composition, which does 
not produce analgesia, euphoria or physical dependence when administered 
parenteral^ wherein the composition comprises naloxone and an orally effective, 
strong analgetic in an oral dosage form and which contains for each analgetic dose of 
the analgetic agent an amount of naloxone, which is sufficient to negate the analgetic 
and euphoric action of the compound when the oral dosage form is administered 
parenteral!)'. 

Another preferred embodiment is an orally effective, analgetic composition, which does 
not. produce analgesia, euphoria or physical dependence when administered 
parenteral!)', wherein the composition comprises naloxone arid an analgetic, which is 
selected from meperidine, oxymorphone, alphaprodine, anileridine, dextromoramide, 
I t phone, met! ne ievorphanol, phenazocinc, ethoheptazine, 

propiram, profadol, phenampromide, thiambutene, pentazocine, phoicodeine, codeine, 
oxycodone, dihydrocodeinone, hydromorphone, fentanyl, 3-trans-dimethylamino-4- 

> t j s x ! v) \' cyclohexene, 3-dimethy!an3iiKfO--t4-methoxy-phenyi- 
carbamoyl)-propiophenon-oxime 5 (-)-B-2'-hydroxy-2,9~dimethyl-5-phenyl-6,7- 
benzomorphan, f In thy 1-2-1 » i » h yi r 7 
benzomorphan, pirinitramide, f-)-a-5 ! 9-dieth>f-2 r -hydroxyv2~methyI-6,7- 
benzomorphan, ethyl l-(2-diirmthylaniinoethyi;p4,5 ; 6,7-tetrahydro-3--methyl-4"Oxo-6- 
>K v > \ to i i ^ mc - Jhi id < ' h C > |h i Is 
piperidine, N-af lyl~7a-( 1 -(R)-hydroxy- 1 -methyl-butyi)-<5, S 4-endo-ethenotetrahydro- 
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nororipavin, (-y2'4yv'droxy-2 -methyl^ noracyl methadol, 

phenoperidirte, a-dl-methadot, &-di-methadol, a- i -methadol, jj-dl-acetyl methadol, a-1- 
acetyf methadol or K-l -acetyl methadol in an oral dosage form, and which contains for 
each analgetic dos oft i ta su ent t of naloxone in ordej 

negate the analgetic and euphoric action of the composition when the dosage form is 
administered parenteraHy. 

A more preferred embodiment is an orally effective, analgetic composition, which does 
not produce analgesia, euphoria or physical dependence when administered 
1 .Mod s f «v >> i > 'urns 1 weight-part naloxone per 40 to 400 

weight-parts meperidine, 0.4 to 4 weight-parts oxymorphone, 13 to 130 weight-parts 
alphaprodine, 12 to 120 weight-parts amleridine, 2 te 20 w t =? i moj i< 
12 to 120 weight-parts dextropropoxyphene, 2.5 to 25 weight-parts methadone, 0.3 to 3 
weight-parts meiopone, 0,8 to 8 weight-parts levorphanol, 0.8 to 8 weight-parts 
phenazocine, 60 to 600 weight-parts ethoheptazine, 20 to 200 weight-parts propiram, 8 
to 80 weight-parts protadol, 40 to 400 weight-parts phenamprormde, 10 to 100 weight- 
parts thiambutene, 8 to 80 weight-parts pentazocine,, 4- to 40 weight-parts pholcodeine, 
15 to 1 50 weight-parts codeine, 2 to 20 weight-parts oxycodone, 2.5 to 25 weight-parts 
dihydrocodeinone, Q.8 to 8 weight-parts hydromorphone, 0.1 to 1 weight-parts fentanyl, 
15 to 150 weight-parts 34raiis-dimethylamino^-phenyl-4-trans-carbetho^A*- 
cyclohexenc, 6 to 60 weight-parts 3-djmethylammo-0~(4-meihoxy-phenyl-carbamoyl)« 
propiophenon-oxim, 5 to 50 weight-parts (-)-8-2'-hydroxy-2,9-dimethyi-5-pheny!-6,7- 
benzomorphan, 13 to 1 30 weight-parts {-)-2'-hydroxy-2-(3-methy l-2-buteny])-9- 
methyl-5-phenyl khz >han, 5 1 w i s Iran to 50 \ 
pans {-)-a-5,9-diethyl-2*-hydroxy-2-methyl-6,7-benzomorphan, 5 to 50 weight-parts 
eth\i 1 -(2-» i t i - 5 * te rahyd c t i s o-phemlindol 

L \i \ ! x i % so u 5 } M ! ! > < i k ■ 1 in 

hydroxypheny!)-piperidine, 0.1 to 1 weight-paj^.H»aUyl-laKl^R-)-hydroxy-l-methyI- 
butyi) 6,1 1-endo-ethew tetral 4 s > ! s 14 to 140 we ght j irts ) hydro 

n, ( i o >^ ^ ! > 'Up i m ! o. > t mi 

parts phenoperidine, 2.5 to 25 weight-parts a-dl-methadol, 40 to 400 weight-parts B-dl- 
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a-sj> ) - < •> i ^ <. s h*c ' i i k 8 e id ■> r f - I J' jeet>! 
methadol, 0.8 to 8 weight-parts c icetyl mt ado! or < t to 4 weight-parts J {-acetyl 
methadoi in an oral dosage form. 

An embodiment of the present invention is an orally effective, analgetic composition, 
which does not produce analgesia, euphoria or physical dependence when administered 
j t - v i j< 'mprises about 0. 1 rog to about i 0 mg naloxone 

per ana to oral < -fan orally effective, strong analgetic in. an oral unit dosage 
form. 

A preferred embodiment of the present invention is an orally effective, analgetic- 
composition, which does not produce analgesia, euphoria or physical dependence when 
i u ed j t ilh. and which comprises about 0, 1 mg to about 2.5 mg naloxone 
per analgetic oral dose of an orally effective, strong, analgetic in an oral dosage form, 

Another preferred embodiment is an orally effective, analgetic composition, which does 
neither produce analgesia nor euphoria when administered parenteral!}', wherein the 
composition comprises about 0.1 mg to about 2.5 mg naloxone per analgetic oral dose 
of an and', c sele*. k s, oxymorphone,. alphaprodine,. anileridine, 

dextromoramide, dextropropoxyphene, methadone, metopone, levorphaftoj-, 
phenazocine, ethoheptazine, propiram, profadoL pbenamproniide, thiambutene, 
pentazocine, pholoodeine, codeine, oxycodone, dihydrocodeinone, hydromorphone, 
fcntanyi 3 -trans-dirnsthyianiirH>4-phenyl-4-trans^axbethoxy-A : --cyx!ohexene > 3- 
* it > iethoxy-phenyl-carbainpyl)-propiophenon-oxime. (-)-.8-2'~ 

vc o fX din et pi 1 \' noil >-2 roxy-2-(3-metbyl 

butcny])-9-methyl-5-phenyI-6,?-ben2X>morphan, pirinitramide, (-)-a-5,9-diethyf-2- 

>ydrox> >-n Uvj 6 I > jm orphan, ethyl- 1 \2 J— < 1 <<, - >-J > 
tetrahydro-3-methyl-4-f.ixo-6-phenylindol-2-carboxylate, l-benzoyimeibyl-2,3- 
dimethy1-3-(m-hydroxyphenyl)-piperidine M-aliyi-7a-(l -(R)-hydroxy-3 -methyl-butyl)- 
6,14-endo-etheno-teirahydro-nororipavin, (-)-2'-hydroxy-2-metliyl-6,7-benzomorphan,. 
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noracvl mcth -csos phe-j >])PSKH>e ii-m " * > il-methad I < l <>\ B-dl- 

aeeiyl methadol « I acetyl methadoj and B-l-acetyi methadol in a wiit dosage form 

A preferred embodiment is a composition In a unit d^sa^e io which comprises 1 mg 
naloxone for about 2 to about 8 mg phenazeeme. 

Another preferred embodiment is a composition in a unit dosage form, which comprises 
1 mg naloxone for about 5 to about 10 mg methadone. 

Another preferred embodiment is a composition in a unit dosage form, which comprises 
5 mg naloxone for about 25 to about 50 mg methadone. 

Another preferred embodiment is a composition in a unit dosage form, which comprises 
I mg naloxone for about 30 to about 65 mg dextropropoxyphene. 

Another preferred embodiment is a composition in a unit dosage form, which comprises 
1 mg naloxone for about 2 to about 8 mg levorphanol. 

< od mo > \ <. , t i > ^ j f m ns -a < iorm, which con b s 
1 mg naloxone for about 1 0 to about. 40 mg profadoh 

Another preferred embodiment is a composition in a unit dosage form, which comprises 
1 mg naloxone for about 5 to about 25 mg (-)-0-2Vhydroxy-2,9-d imethy 1- 5-phenyl-6,7- 
benzomorpham 

Another preferred embodiment is a composition in a unit dosage form, which con 
1 mg naloxone for about 5 1 d ut25 n ~ ^ ieth> 7 h ii xy-2-methyi-6,7- 

bce/. 'nmmhm. 

The pics* will v v w> c » \ i < i j ^ i i \ s \ l , 

j es the ora inisti ion of a r ffe << 1 tj n s 
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loes not produce analgesia, euphoria 01 m nis et J 

I ^ \ f -> s ^ ,t ses an oralh . > -. > -ui 

Ik l ii i I ii dll Ml -> iU^l J W ^ d ! 

form, 

A preferred it ' » t Nent invention is the meUiod of producing analgesia 
in mammals, which comprises the oral administration of an orally effective analgetic 
composition, which does not produce analgesia, euphoria or physical dependence when 
administered rvornvmily, wherein the composition comprises an orally ineffective but 
paremem.h o: : . on . o Jose of naloxone and an analgetic dose ! - I < feci - 
stron^ 1 3 > in <n j . ' m 

V, .thei preferred embodiment is the method of producing analgesia in mammals, 
which comprises the oral administration of an orally effective analgetic composition, 
which does not produce analgesia, euphoria or physical dependence when administered 
parenteral 1y, wherein the composition comprises naloxone and an orally effective strong 
analgetic in an oral dosage form and contains a sufficient amount of naloxone per .each, 
analgetic dose of the analgetic agent in order to negate the analgesia-, euphoria- and 
physical dependence-producing action of the composition when the oral dosage form is 
administered parenteraily. 

Another preferred embodiment is the method of producing analgesia in humans, which 
comprises the oral adminisi el nalgetic coj 

does not produce analgesia, euphoria or physical dependence when administered 
parenteraily, wherein the composition comprises in an oral d< ee Ibnn n doxone and 

! - v t ' I >^ \ ) I c ph K * > U v ! i ! 1 ~ 

dext on > X 0 p -> > m V -vi ) v ' hi , 

pheuaz'tinc, 1 30 oc 1 pi n p \ J >1 1 f mi t j 101 

peun ^ 1 ! >. 1 «. 1 t f morphone, 

i Hanyl 5 4rans-dimethylamino-4~phen\ 1-4 -tran . th^-o I'-cyclohex^ne, 3- 

( th mi (4 t tho 4 * i utamoyf) uophem xime, < 
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hyd ! ! ! i nzoroorphan dt (3~n 

butenyO-^methyl-S-phenyl^J-bsnzomorphan, pirinihramide, (-)-a-5,9-diethyl-2'- 
hydroxy-2-me%l-6,7-benzomorphan, ethyl- 1 -(2-dimethylaroino-ethy 0-4,5,6, 7- 
tetrahydro~3~methy!-4-oxo 6-pl n ol I oarbox3 ; s, ' be - >ylmethyi~2,3- 

01 ( m l-i - \ > v,»,o * i ' oiii N IM ' i V I J so , not \ h, iv!~ 
6, ! 4-endo-etlicno-tetrahydro-nororipavin, (^^'-hydroxy^-RKtbyl-^J-benzomorphan, 
noracy! methadoi, phenoperidine, a-dl-methadoi, R-dl-methadoL a-3-methadol, 6-db 
acetyl roethadoi, a- 1 -acetyl methadol and 6-1 -acetyl methadol, and which contains for 

. U „ i <. h, ^ t v a .at t hi ^ i! ^ i ^ < ^ 

e anasgt t iction of the composition when administered 

parenterals. 

Still another preferred embodiment is the method of prodnc in anaigt da in a human 
being, which comprises the oral administration of an analgetic dose of an orally 
effective analgetic composition, which does not. produce analgesia, euphoria or physical 
dependence when administered parenteraliy, wherein the composition comprises % 
weight-part naloxone per 40 to 400 weight-parts meperidine, 0.4 to 4 weight-parts 
oxymorphone, 13 to 130 weight-parts alphaprodine, 12 to 120 weight-parts anileridine, 

2 to 20 weight-parts dextromoramid&j 12 to 12© weight-parts dextropropoxyphene, 2.5 
to 25 weight-parts methadone, 0.3 to 3 weight-parts metopone, 0.8 to 8 weight-parts 
tevorphartol, 0.8 to 8 weight-parts phenazocine, 60 to 600 weight-parts ethoheptazme, 
20 to J00 vetght-pari propiram, S to 80 weight-parts profadol, 40 to 400 weight-parts 
phenarapromide, 10 to 100 weight-parts thiambutene, 8 to 80 weight-parts pentazocine, 
4 4 * Ji « >b 1 I 1.5 to 150 weight-parts codeine, 2 to 20 weight-parts 

> ucnlon 2 to 2* wen 1 . r i. ^ 1 > 1 S - 
bydromorphone, 0.1 to I weight-parts- fentanyl, 15 to 150 weight-parts 3-trans- 

j . ' f > > \ i > M i is , >k x ^ v < V <> > ! 1 1 Ml 

J ! Ii, \ V O i! ' - ' j i N pkii > s v t\ ! 1 ,. 0 ht 

i i > N ^ o ti i 5 <i , 1 6 >enz< *ban, 13 0 ht 
i is ; * hydroxy-2~(3 nethyl 2-butenyl)-9-methyl-5-phesv! -0 ben; mo v , 5 to 
50 weight-parts pirinitramide, 5 to 50 weight-parts (-)-a-5 ! ,9-diethyi-2'-liydroxy-2:- 
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mcdr !-6 "-' ^..-mam. 5 to 50 weight-parts eth> ;•}■•■' •dsincthylaminoeihyl}- 

1,5 6,7 (Ctl ihvdi k s M h 1 1 , ' v H ^ i ! i 

1 I t-n^o Hpt * \t <> Hi i x o, I to I ncifbi -parts 

1 , i i)' h i ! met! >uty1}-6,14-end« hcnote ahy< >ai in, 14 

i If! " f methyl«6 f 7-benzomorphan, 5 SO weight-parts 
noracyl methartoL 2 to 20 weight-parts phenoperidine, 2,5 u 5 v parts -dl 
methadoi, .40 to 400 weight-parts 6-di-methadol, 0.3 to 3 weight-parts a-1 -methadoi, 
0.8 to 8 weight-parts 6-dl-acetylmethado), 0,8 to 8 weight 'arts ; ethadol o 

to 4 weig >a > ! sty I mc sdoS in an oral d ge form 

One embodiment is the method of producing analgesia in mammals, most preferably in 

i ns ui 'Ofio, > d n I 1 ^ 1 u 1 .ua u al X > 
composition, which does not produce analgesia, euphoric or physical dependence when 
administered parenteral!?, wherein the composition comprises about 0.1 mg to about 10 
mg naloxone per analgetic oral dose of an orally effective, strong analgetic in an oral 
unit dosage form, 

One embodiment is the method of producing analgesia in mammals, most preferably in 
humans, which comprises the oral administration of an orally effective analgetic 
composition, winch does not produce analgesia eupho , i 
id s s o,-s k > er- the composition comprises about 0.1 mg to about 2.5 

mg naloxone per analgetic oral dose of an orally effective, strong anal . ji i in an • ral 
unit dosage form. 

A highly preferred embodiment is the method of produci na < h 

cor rj<.e<- t! ! 'l » ^rat . * s r om v el at 1 *u, ^ -ach 

does not | e analgesia, euphot c or physical dependence when administered 
parenteral ly, wherein the composition comprises in an oral dosage form about 0,1 rogto 
tb j * s x a S ' 1 ^ <.t (. t h 

oxymorphone, alphaprodine, aniieridine, dextromoramide, dextropropoxyphene, 
methadone, metoponc c 
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v sdeine,, codeine oxycodone, 
dihydrocodeinone, hydromorphone, fentanyl 3 4rans-dimethylarnino-4 phenj i-4-trans- 

! t v V v. ( i ! Ji!) i ! v! " ^ , . tl i i 

propiophenon-oxime, (-)-6-2'-hydroxy-2,9-diraethyl"5-phenyS-6,7-benzomorphan, {-)- 
2'-hydroxy~2-(3-methyl-2-butenyl}-9-methyl-5-phcnyl-6;7"benzomorp}uir; ? 
pirinltramide, (-)-a-5 J 9-diethyi-2 , -hydroxy-2-methyl-6 > 7-benzomorphan s ethyl-l-(2- 
dimethylamino-ethylH,5,6^-tet^ 
i-benzoy!methyi-2,3-dimethyl-3-(m-hy<froxypheny!>piperi 

hydroxy-! -methyl-buty!)-6, 1 4-endo-etheno-tetrahydro-nororipavin, (-)-2'-bydroxy-2- 
metby!-6,7-benzomorphan, noracyl methadol, phenopcridine, a-dl-roethadol, 8-dl- 
methadol, a- 1 -methadol, 6--dl-aeetyl methadol a-1 -acetyl methadol and B-l -acetyl 
methadol 

The amount-ratios of naloxone to the analgetic agents in compositions according to the 
invention have either been determined from the literature or in our laboratories. It was 
found that, the parenteral administration of 1 weight-part naloxone will effectively and 
reliably negate and counteract, respectively, the parenteral effect of up to about 400' 
weight-parts meperidine, 4 weight-parts oxyraorphone, 130 weight-parts alphaprodipe, 
120 weight-parts anileridine, 20 weight-parts dextromoramide, 120 weight-parts 
dexlropropoxyphene, 25 weight-parts methadone, 3 weight-parts roetopone, 8 weight- 
pasts tevorphanol, 8 weight-parts phenazocine, 600 weight-parts ethoheptazine, 200 
weight-parts p - .piram, 80 weight-parts profadol, 400 weight-parts phenampromide, 100 
.veighi-parts thiambutene, 80 weight-parts pentazocine, 40 weight-parts pholcodeine, 
50 we > codeine t-p < ] < e, 25 weight-parts 

U I'n , is > u. 1. ovds -> one, I weight-part es < L 1 50 eight 
•»,r tra dune* t enyl-4-tra >etho>i ! 1 

>a J-d lethyia i.no-0-(4-meihoxy-phenyl-caib > tr <» « enun-ovnie. ^0 
weight-parts {-)-B-2'-hydroxy-2,9-dimethyl-5-phenyl-6,7-benzomorphan, 130 weighs 
parts (-)-2'-hydroxy-2-(3-methyl i-bf •> (-9-methyl-5-phenyi-< benzomorphan, 50 
weight-parts pirinltramide, 50 weight-parts (-)-a-5,9-diethyl-2 , -hydroxy-2-methyl-6,7- 
veight-parts et i v c i t i in et > > i 
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methy!-4-oxo-6-phenyl!ndo!»2-carboxylate, 200 weight-parts l-benzoyimeihy!-2 s 3- 
dimethy3-:v(m-hydroxyphcnyi)-pipen^ia^ 1 weight-parts N-al!yl-7a-(l -(R)-bydroxy-l - 
methyl-butyl >,M-< es I t j 1 : i ! parts (-)-2- 

hydr< j hy!-6,7-bcj morp veight-pa v =os n< i, 20 wei 

parts phenoperldine, 25 weight-parts a-dhmethadof 400 weight-parts »-dhmethadoi, 3 

t- P t i n i h >arts »-di-acety! methadoi, 8 weight-parts a-1- 

acety! methadoi or 4 weight-parts 6-1 -acetyl methadoi. 

It was also found that naloxone may be administered orally in amounts of up to about 
the 10-fold minima! parenteral dose, which is necessary to abolish the parenteral action 
of the analgetic, without abolishing the oral action of the analgetic, e.g. ) part naloxone 
per 40 parts meperidine, 1 part naloxone per 0,8 parts phenazocine, etc. 

Starting from these parenteral ratios, which define the minimal effective and reliable 
parenteral dose of naloxone, which is necessary to negate the parenteral dose of the 
analgetic agent, further experiments have been carried out in order to determine the 
largest practical and economical amount of naloxone, which can be administered orally 
per oral therapeutic dose of the analgetic agent without abolishing the oral effect of the 
analgetic agent. It was found that one can safely administer naloxone orally in amounts 
Of up to about the 10-fold minimal parenteral dose, which is necessary to negate the 
parenteral action of the orally effective dose of the analgetic. It is emphasized that it is 
frequently possible to orally administer more than the 10-fold minimal parenteral dose 
of naloxone without abolishing the oral analgetic effect, 

hi order to determine She nah -x- -tie analytic -s ni- . »f «*•«»«. ■ Ox cuph >na n ulnc'mp 
analgetic agents, the M rat-tai.l-flick"-method is used when carrying out the tests, The 
method used is the method original!) described by D'Amous and Smith (J. Pharmacol. 
Exper, Therap. 72:74, 1941), wherein a heat-lamp is focussed onto a rat's tail and 
wherein the time between the onset of the light and a flick of the tail is measured. The 
■>-th .vmpr:-.> 'I. jnimal chher v. rapped in a mwd had m ■ v- i-t-.t-ni the tail 
lies ;a \ shaped groove he light and the time ire connected in s ri< vvitl a v. ch 
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such that both the light md the clock can be sv. itched on and switched off at the same 
time. When the rat is calming down, the light and the timer are switched on and one 
awaits the reaction consisting of ic! trs o- tic fli k of the tail f he untreated rat 
usually reacts after about 3,5 seconds. Rats weighing between 160 and 190 g have been 
found roost uniform in response in the control. animals and in the treated animals. 

An examph of such a test is the subsequently described determination of the parenteral 
ratio for oxymorphone in rats. Untreated rats show the desired tail-flick after 3.5 
seconds. A differing amount of oxymorphone hydrochloride is administered 
suboutaneously to a number of rats in order to determine the minimal amount of 
oxymorphone hydrochloride, which is necessary to delay the tail-flick to 7 seconds. The 
eqi i J m . iint ( ■ - 0 ody weight, 

A number of rats treated this way with oxymorphone hydrochloride arc then treated 
with different doses of suboutaneously administered naloxone hydrochloride in order to 
determine the minimal amount of naloxone, which conplc «• v , > e < 1 1 v - 
produced by oxymorphone. The required amount is 0.025 mg/kg body weight. 

Fhus it ) t! oft al nalo me/analgetic-ratio is therefore approximately 1 part naloxone 
hydrochloride to about 9 parts oxymorphone hydrochloride. 

After having established that the parenteral administration of I part naloxone 
completely negates the analgetic action of about 9 parts oxymorphone, the rat io was 
subsequently determined for the oral adm ; istration ot 'he . r ' 1 ion 

DiiTcrhsg amounts of oxymorphone are administered via a stomach tube to a number of 
starvec at orde etc ne the o v. c > i Is ch is necessary t< 
prodiK e t ' 1 4 > v ! t t n s < >t de was 

On er per kg body weight. It was delet ! i 

orally result in the desired tail-flick in 6 out of tS rats. .A dose of 25 mg/kg results in the 
desired effect in 5 out of 6 rats. 
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\ eo po ition of 1.1 g naloxone hyd 1 ! 

preparec it nprises * I »1 x e-HCland 1,0 go oxymorphone-HCi (ratio 

of 1:10). 

A dose of 27.5 mg/kg body weight of the above composition, dissolved in 20 ml water, 
js 1 Hi i f ! rKl u e o o >K s r f » id. in n after at least 
7 seconds. When a dose of 55 mg/kg is administered, 6 out of 6 rats again show the 
analgetic effect after at least 7 seconds. 

In an experiment similar to the above, it could be determined that 50 mg/kg 
phenazoeine given orally produced the desired taH-fiick-reaction in 5 out of 6 rats. A 
dose of 100 mg/kg produced the desired reaction in 6 out of 6 rats. 

A composition of 0,64 g naloxone hydrochloride and phenazoeine hydrobromide is 
prepared, which comprises 0.04 g ofnaloxone-HCI and 0.60 g of phenazoeme-HRr 
(ratio of 1; 15). 

A dose of 53.3 mg/kg body weight of the above composition, dissolved in 20 ml water, 
is administered via a stomach tube. 6 out of 6 rats show a tail-flick-reaction after at least 
7 seconds. When a dose of 106.6 mg/kg is administered, again 6 out. of 6 rats show the 
dom < i ik 1 i . 1 

It was found in further experiments with phenazocine-HBr mat compositions, which 
contain naloxone-doses in 100% excess over the minimal antagonistic parenteral dose, 
still produce analgesia when administered orally. 

ihus, x pi ^ v. i n - . i n ^ *\ i. n « i In » v. i. t ! ! * 

nterfering h the analgetic efl< f the '1 us t d 
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species, e.g. rat compared to man. Our laboratory experiments show for instance that 1 
I l > u> ihmm fe i i- dJ J of < " tU et^diectc 
about 9 par! ; s parenteraHy administered oxymorphone hydrochloride in rats. In the 
literature, however, it is described that S part of naloxone-BCI is required parenteraHy 
in order to negate the analgetic effect of 4 parts of oxymorphone-HC) parenteraHy in 
man. 

Likewise, it was found that. 1 part naloxone parenteraHy negates the effect of about i 5 
parts phenazocine-HBr in rats, whereas it is known from the literature that 5 part 
naloxone parenteraHy is required in order to negate the effect of 8 parts phenazocine- 
HBr parenteraHy in roan 

I 1 O «. Ots ! , 1 ^ h<- 

Exam ple I 

Naloxone-hydrochloride 
Methadone-hydrochloride 
Lactose, as much required for 

Fxampie 2 



Naloxone-hydrochloride 1.0 g 

Phenazocine-hydrobromide 2,5 g 
Magnesium stearate and 

Maize starch, as vouch as required for 1000 tablets 



i son pie } 



0.10 g 
0,500 g 
100 capsules 



N a loxon e - h ydroehlonde 



0,050 g 
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Meperidine-hydrochloride 5.0 g 
Jab.e starch and 

Talcum <aa), as much as required for 100 capsules 
» ^ 'o:e le ' 

l-Jo> s 1 i 0.5 g 

Methadone-hydrochloride S.O.g 

Lactose, as much as required for ]i ' u - <»r ades 



Example 5 

Naloxone -hydrochloride 

Codeine sulphate 

h ! i slum stearate and 

Maize starch, as much as required for 

Example 6 



Naloxone-hydrochloride 1 0 g 

Dextropropoxyphene hydrochloride 65.0 g 

Lactose, as much as required for 1 000 capsules 

Example 7 

Naloxone (or one of its salts) 0.050 g 
v moratec wtui s 

as much as required for 1 00 ml 



0-4 g 
30 g 

1000 tablets 



I sample i 



Nafoxone-hydrobromide 
Levorphanol 

Lactose, as much as required for 



1-0 g 
6,0 g 

1000 capsules 



Naloxone-hydrobromide 0,10 g 

Profadol 2.0 g 

Lactose, as much as required for 1 00 capsules 

Example U) 

Naloxone-hydrochloride 1-0 g 
(-)-B-2'-hydroxy-2,9-dimethyl-5- 

phenyl-6,7-benzomorphan 10.0 g 

Lactose, as much as required for 1 000 capsules 

Example 11 

Naloxone 0.10 g 
(~Va~S.9-djelhyl»2 ! "hydroxy~2~ 

methyl -6,7-benzomorphan 1-0 g 

Lactose, as much as required for 100 capsules 

'\'\;'L ; 

Naloxone-hydrochloride 0.1 g 

Oxymorphone-HCl 1.0 g 

Lactose, as much as required for 100 capsules 
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The compounds used according to the invention are chemically identified in Merck 
Index, 8th edition. Profado! is chemically m^(l-merhy]-3-propyi-3-pyrrolidinyi)-phenoi 
(Journal Pharm. Exp. Ther, 154, page 161). Ethoheptacine is described in Merck Index, 
page 428. 
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{ I . 

1. M ho1 >t ^ an 4a .i in>> >- >v'r < <- ~ ' <ov>< - - if * si 
dosage form, which does u produce mak--.-}.*. 1 po i phwv •■ tiopctuVsxe s 
tdmini jred f ra erized in that an orally ineffective but p ? 
effective dose of naloxone is mixed with an orally effective strong analgetic. 

2. Method according to claim 1, characterized in that the analgetic is meperidine, 
ox; morphone, alphaprodme, anifef idine, dextromoramide, dextropropoxyphene, 
methadone, metopone, ievorphanoi, phenazocine, ethoheptazine, propiram, profadol, 
phen hf k i ' ! t ^ t 
dihydrocodeinone, hydromorphone, fentanyl, 3-trans-dimethylamino-4-phenyl-4-tre!ns- 
carbethoxy-A'-cyc!ohexene, 3-dimethylammo-0-(4-methi *o i.en\ i bamoyl)- 
propiophenon-oxime, (")-B-2 , diydfoxy^2 J 9»dimethy]-5-phenyl-6 ! 7-benzoniorphanp(-^ 
2'"hydroxy-2-(3-methyl-2-butenyl.)-.9-raethyl-5-phenyl-6 8 7-Tbenzomorphafi s 
pirinitramide, (-)-a-5,9-diethyl-2'-hydroxy-2-methyIr6 ,7-benzomorphan, ethyl ] ^2*. 
dimethylaminoe^ 

I -benzoylmethy!-2,3-dimethyi]-3<m-hydroxyphenyl)-pipeTi 

hydroxy- 1 ~methyl--biityl)-6, 14-endo-ethenotetrahydro^nororipavin, (-)-2'-hydroxy-2- 

meihj 1 6,7 be«zom< -rphan. noracyl methadoi, phenoperidine, a-dl-methadol, B-dl- 

metbadol, a-1 -methadoi B-dl -acetyl methadoi, a- 1 -acetyl methadoi or B-i -acetyl 

methadoi. 

3 . Method according to claim 2, characterized in that naloxone and analgetic are 
used In a weight-ratio of 1 weight-part naloxone per 40 to 400 weight-parts meperidine, 
0.4 to 4 weight-parts oxymorphone, 13 to 130 weight-parts alphaprodme. \ 2 to 120 
weight-parts aniieridine, 2 u 20 weight-parts dextrom ramid . 1 > * • : 0 veighl parts 
dextroproj ne, 2.5 hf-parf me ha* e, 0.3 to 3 w ig a ts metopone 
0.8 to 8 weight-p ts lev ban 0.8 ? \\>t >hena e, 60 to 600 weig 
parts etoheptazine, 20 to 200 nc aht pa ts> pi on am. 8 u 80 s* < ' ^ UJol 10 to 
400 weight-pans phenampromide, 1 0 to 1 00 w eigi parts thi imbutene, n« 80 w eight- 



parts pc*-! a/ v <-*e 4 o 150 weight-parts codeine, 2 

to 20 weight-parts oxycodone, 2.5 to 25 weight-parts dihydroeodemone, 0.8 to 8 
weight-parts hydromorphooe, 0.1 to 1 weight-parts fentanyl, 15 to 1 50 weight-parts 3- 
tran Jo, -tH/Mmiaa- i-ohue M-irans-earheihoxy-A'-cyclohexene. 6 to 60 ^ehmppa<?s 

s m t sr^ii ' ^ ! .s n \> 

weight-parts (..}4J-2 , -hydroxy-2 J 9-dimethy}-5.-phenyi-6 > 7-benzomorphan, 13 to 130 
weight-parts (-}-2'-hydroxy-2-(3-methyl-2-buteny])-9~raethy]-5-pheny!-6 > 7- 
benzomorphan, 5 to 50 weighi-parls pirinitramide, 5 to 50 weight-parts (-)-a-5,9- 
diethy]-2'-hydroxy-2-methyl-6,7-benzomorphan, 5 to 50 weight-parts ethyl- 1 -(2- 
dimethyiamiooethyl)-4,5,6J-tetrahydro-3-methyi-4-6xo-6-phenyIind S-2-ca «>v Me 
20 to 200 weight-parts l-benzoytmethyi-2,3-diroethyil-3-(m-hydroxyphenyi)- 
piperidine. 0.1 to 1 weight-parts N-al!yl-7aK 1 -(R)-hydroxy- 1 -methyi-buty , 3 4-endo- 
ethenotetrahydro-nororipavtn, 14 to 140 weight-parts (-)-2'-hydroxy-2-methy!-6 s 7- 
benzom orphan, 5 to 50 weight-parts noracyl methadol, 2 to 20 weight-parts 
phenpperidine, 2.5 to 25 weight-parts a-dl-methadot, 40 to 400 weight-parts B-dl- 
methadoi, 0.3 to 3 weight-parts a-i-metbadol, 0.8 to 8 weight-parts 8-dkicetyl 
methadoi, 0,8 to 8 weight-parts a- 1 -acetyl methadoi or 0.4 to 4 weight-parts 8-1 -acetyl 
methadoi, 

4. Method of manufacturing an orally effective analgetic composition in an oral 
unit dosage form, which does not produce analgesia, euphoria or physical dependence 
when administered pareoteraily, characterized in that about 0.1 mg to about 10 mg of 
naloxone are mixed with an analgetic oral dose of an orally effective strong analgetic. 

5. Meth cordin to c-ia I- iracterized in that, about 0, 1 mg to about 2.5 mg 
naloxone arc m o wit! m naigcti ral do* of an orally effective, strong analgetic 

6. Method according to claim 4 or 5, characterized in that the analgetic is 
v , . > r . t I > i > hi t m J i dv J „m i m 

dextropropoxyphene, methadone, metopone, levorphanol phenazocine, ethoheptazine, 
propiram, profadol, phenampromide, thiambutene, pentazocine, pbolcodeine, codeine, 
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oxyeodone, > i t k jk. bydromorphone, fentanyi, < s u,i Uammo 4 

phenyl-4~trans-carbethoxy-A'-cycIohexene, 3-dimethy]araino-0-(4-methoxy-phenyl- 
carbamoyO-propiophenon-oxime, (-}-8-2 f -hy<jroxy-2,9-dimethyi-5-pheny!-6,7- 
benzomorphan, (-)-2 , -hydroxy-2<3"mcthy!-2-butenyi)-V-methy!-Si5henyl»6 5 7- 
benzomorphan, pirinitramide, {-)-a-5 ( 9~diethy}-2'~hydroxy-2-methy!-6,7- 
benzomorphan, ethyl l-(2-dimethylaminoethy!)-4,5 : 6 ! 7-t8trahyi1ro-3-methyi~4-oxo-6- 
■ « (\k ' - o 'ate. 1 -benzoylmethyl-2,3-dimethy i l-3-(m-hydroxypheny!)- 
piperidine, N-ailyi-7a-(i^R)4iydroxy-l-me%!-bulyl)-6J4-endo-ethenotetrahydr^ 
nororipavin, {-)-2'«hydroxy~2~methy!-6,7-ben20i»ofphan, noracyl methadoi, 
phenoperidlne, a-dl-methadol, Ml-methadol, ot-l-methadol, 6-dl-acetyi methadoi, a-1- 
acay? method > > I acvt_, nethadol. 

7. Method according to any of claims 1 to 6, characterized in that the analgetic is 
methadone, phenazocine, meperidine, codeine, dextropropoxyphene, camphorated 
opium tincture, levorphanol, profadoi. oxymorphone, (-)-B-2'-hydi'oxy-'2,9-dimethy]-5~ 
phenyl~6,7-benzomorphan or (-)^-5 } 9-diethyJ~2 , -hydroxy-2-methy^6;7-benzomor|>haTi:. 

8. Method of manufacturing an orally effective analgetic composition in an oral 
dosage form, which substantially does not provide a possibility of drug abuse, 
characterized in that an orally ineffective but parenterally effective dose of naloxone is; 
mixed with an analgetic dose of an orally effective strong analgetic, 

9. Met! i .5 )gio lain 8, characterized in that the nalgel meperidine, 
s n u • . ■> J.i t vi dextromoramide, dextropropoxyphene, 

methadone, rnetopone, levorphanol, phena? cine eihohepiazine, propiram, profadoi. 
^ - [ p * 33i \ s ^ i\ >' i I ' % modern, 

i n n <. < s p h i n f < n 1 v < 4-ple*!> : t<a^ 

carbethoxy-A'-cyclohexene, 3-dtmethylamino-0-(4-methoxy-phenyl-cafbamoyi)- 
propiophenon-oxime, (-)-B-2 , 4iydroxy-2,9-dinieihyl-5-p}ieriyl"6 ! 7--benzomorphan, {-)- 
v -! - i (3- ethyi-2-butenyi)-9-meth> 5-phens 6 benzon rphan 
pirinitramide, (-)Hx-S,9-diethy!-2 ! 4iydroxy-2-rnethyl-6,7-benzofnorphan s ethyl 1 -{2- 
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dime th> laminoeth) 1 j-4,5,6, 7-tetrah) dro-3-methyJ~4 - -xo-6-phettylindc 1-2-cai box} late 
l-benzoyImethyl-23-dimethyi!-3H'm-hydroxyphsnyfVpiperid!ne, N-a?lyl-7a-{l-(R)- 
hydroxy- 1 -methyl-butyf)-6 t 1 4-eiido-ethcnotetrahydro-nororipavin, (-)-2'-hydroxy-2- 
^' ( be nvi >h u ?s ao I \ « \ h.n >peridkie, a-dl-methadoi } S-dl- 
; , < d , o . d.< < vrhado, or 8-1 -acetyl 

methadol. 

10. Method according to claim 9, characterized in thai naloxone and analgetic are 
used in a weight ratb of I weight-part naloxone. per 40 to 400 weight-parts meperidine, 

! t 1 ! e ! i to BO weight parts alphaprodine, 12 to 120 

weight-pans antleridine, 2 to 20 weight-parts dextrorooramide., 12 to 120 weight-parts' 
dextropropoxyphene, 2.5 to 25 weight-parts methadone, 0.3 to 3 weight-parts metopone. 
0.8 to 8 weight-parts ievorpbanoJ* 0.8 to 8 weight-parts phenazocine, 60 to 600 weight- 
parts etohepiazine, 20 to 200 v eight-parts propiram, 8 to 80 weight-parts profadol, 40 to 
400 weight-parts phenampromide, 30 to 100 weight-parts thiambutene, 8 to 80 weight- 
parts pentazocine, 4 to 40 weight-parts pholcodeine, 15 to 1 50 weight-parts codeine, 2 
to 20 weight-parts oxycodone, 2,5 to 25 weight-parts dihydroeodeinone, 0.8 to 8 
weight-parts, hydromorphone, 0.1 to 1 weight-parts fentanyl, 35 to 150 weight-parts 3- 
trans-diniethyiamino-4-phenyi-4-trans-earbethoxy-A , -cycIohexe!-5e, 6 to 60 weight-parts 
5 -din /jam ! i4 d phenyl~oarbamo>U > > »' ? c. 5 to 50 
weight-parts (-)-6-2'-hydroxy-2,9-dimethyl-5-phenyl-6,7-bet}zoraorphaft, 13 to 130 
weight-parts (-)~2'-hydroxy-2-(3-methyl-2-butenyl)-9-mcihy!~5-phenyl-<>,7- 

i i x , ^ s \v,:>>i i ; n i N ? 1 ' I l / 5,9- 

diethyi-2 ! -hydroxy-2-fnetltyi-6,7-benzomorphan t " v w » I 
dimethylaminoeth 1 teimhydro-3 I i 2-ca 1 

: c i we ' >a benzo> d thyil-3-(m~h dr« phei 1 

piperidine, O.Ito 1 weight-parts.H-al]yl-7a-(HR)-hydroxy- 1 -methyi~butyi)-6, 1 4-endo- 
ethenotetrahydro-nororipavin, 14 to 140 weight-parts (-)-2'-hydroxy-2-methy!-6 > 7- 
?enz icrp % s v v ^ < is cyi raetha<. 20 wei ht parts 

phenoperidine ^ ^ f 2 C vei >artst < lethadoi, 40 1 400 w ight-parts fi-dl- 
methadol, 0.3 to 3 weight-parts a- 1 -methadol, 0.8 to 8 weight-parts B-di-acetyl 



th 8 weight-p 1 -acetyl methadol or 0.4 so 4 weight-parts B-1 -acetyl 

methadol. 

IS. M of prevent di ^ eb s -> 1 tdmmistration of an orally 
. , ■■ v ■ , ,< ! " 1 v co/eJ ;n that the orally effeclb stroi analgetic is 
i i i \ n an ^-a;:;. i i i 1 i ti is! I ! c^.-cinc if i t one 

1 2. Method according to claim i 1, characterized. in that the analgetic is meperidine, 
oxymorphone, alphaprodme, anileridine. dextromoramide, dextn -propoxj pbene 
methadone, m > o phenazocine. ethoheptazh.up propiram, profadol, 
phenampromide. thiambutene, pentazocine, pholcodeinc, codeine, oxycodone, 

s i i , hydtomoi phone, fentanyl, 3-trans-dimethyiamino-4-phenyl-44rans- 

carhethoxy-A'-cyclohexene, 3-dtmeihylamino-0-(4-methoxy-phenyI-carbamoyl)- 
propiophenon-oxime, (-)-B-2 , -hydroxy-2,9-dimethyl~5~phenyl-6,7--benzomorphan, (-)- 
2 ! -hydroxy-2-(3-methyl"2-butenyi)-9-meihyl"5-phenyl-6>7~benzomorphan, 
pmmtramkie, (")-a -5 ) 9-diethyi-2 , -hydroxy-2-methyl--6,7-benzomorphan, ethyl 1 
diniethyianimoethyl)~4,5,6,7~te^ 

l^benfcoyimethy^ N-allyl-7a-(l-(R)- 
hydroxy~l~methyi-b^ (-)-2 f -hydroxy-2- 
methyI-6,7~benzomorphan, noracyi methadol, phenoperidine, o>dl -methadol, fcdl- 
methadol, col -methadol, 8~di-acetyl methadol, a- 1 -acetyl methadol or 6-1 -acetyl 
methadol. 

1 3. Method according to claim 12, characterized in th? t n il a e and analgetic are 
used in a weight ratio « weight-part naloxone per 40 to 400 v\e> -m i < p. i cm 
0,4 o 1 / v i i s v in m i )K ; ' s 1 a ^ > [ 1 1 ! 
weight-parts anileridine, 2 to 20 weight-parts dextromoramide, 12 to 120 weight-parts 
dextropropoxyphene, 2.5 to 25 weight-parts methadone, 0.3 to 3 weight-parts metopone, 
0.8 to 8 weight-parts Jevorphanol, 0.8 to 8 weight-parts phenazocine, 60 to 600 weight- 
parts ei hept izine, 20 to 200 weight-parts propiram, 8 to 80 weight-parts profadol, 40 to 
400 weight-parts phenampromide, 10 to 100 Weight-parts thiambutene, 8 to 80 weight- 
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parte pentazocine, 4 to 40 weight-parts pholeodeine, 1 5 to 150 weight-parts codeine, 2 
s t-parts oxycodone t( h i ' <- 1 s N 

e j m rom t ! i eight-parts fentan 15 i wei i ats3 
ti . IhikI s < nn ! >L 1 , k Ik n . > ^ , v v ^ ^ ^ 

3-dimethy!anijno-0-(4-methoxy-phenyi-carbaraoyi)-propiophenon-oxin\ 5 to 50 
weight pail (i . it I <h I s n phanJ3tol30 

weight-parts (-)-2 , -hydroxy-2-(3-methyl-2-butenyl)-9-methyl-5-phenyj-6,?- 
benzomorphan, 5 to 50 weight-parts pirinitramide, 5 to 50 weight-parts (-)-a-5 s 9- 
diethyl-2'-bydroxy-2-methy!-6,7-benzomorphan, 5 to 50 weight-parts ethyl- 1 -(2- 
4|jTiethylaminoethyr}-4 J 5 ? 6,74e{rahydr<>3-methy!-4-oxo-6-phenyhti I I • » 
20 to 2<»! wch.-ht on-o i 4»<.!i/oy!methyl-23-dirae%il-3-(m-hydroxyphenvl)-- 
pineridine, 0.1 to 1 weight-parts N-allyl-7o>(l-(RVhydroxy-l -methyl -butyl )-6, 1 4-endo~ 
ethenotetrahydro-nororipavin, 14 to 140 weight-parts {«)-2'--hydroxy-2-methyl- 6,7- 
benzomorphan, 5 to 50 weight-parts noracyl methadol, 2 to 20 weight-parts 
phenoperidine, 2.5 to 25 weight-parts a-d!-methadot } 40 to 400 weight-parts ft-db 
methado!, 0.3 to 3 weight-parts o.-.l-methadoL 0.8 to 8 weight-parts B-dhaeetyl 
:.mefliadol» 0,8 to 8 weight-parts a- 1 -acetyl methadol or 0.4 to 4 weight-parts 8- 1 -acetyl 
rhethadol 

14. Method of preventing analgesia, euphoria or physical dependence when an 

u • \v * s i sl ; s -,etic intended io' vie ! >n t> ' \ pascntem! 

at n ink i <\ o . s i J in that an orally ineffective but parenteral])' effective dose 

of naloxone is combined with an orally effective strong analgetic. 

15. v i v !<* n 14, characterized in that the analgetic is meperidine, 
oxymorphoi >roc cridim dextrorooraroide, dextropropoxyphene, 
methadone, tnetopone. lev orphans! pbenaz<vinc. elh.»hcpf&?hte. propir.un. pn-;an.<L 
phenamprormde Utiambntcne. pent*/, .-.v. ; h- k--\> :ne, codeine, oxycodone, 

jsu , v, s di i ' - leu >n ] nn ml) ! < * 4-phenyl-4-txans- 

carbethoxy-A'-cyclohexene, 3-d!methy)amino-0-{4-melhoxy-phenyl-carbanioyl)- 
proptophenon-oxime, (-)-B-2'-hydroxy-2,9-dimethyi-5-pheny!-6,7-benz.omorphan > (-)- 
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2'-hydroxy-2-{3-me i N b i n 1 0 c ! phen> 6>7-benzomorphan, 
pirinhraniide, {-)^-5,9"d!eiiiy!-2 ! -hydroxy-2-methy)-6 > 7--benzomorphan > ethyl l-{2- 
djmethyiamiim « :tir I >-4,5,6,7-tetrahydro-3 -methj 1 ■ <■■' x« > 6»phenylindo!-2-carbox; Sate 
1 -benzoylmsthyi-2,3-dimethyil-3-( m-hydroxypheny IVpiperkhne, N-aliyi~7a-(HR)- 
hydroxy- 1 -methyi-bwtyi)-6, 1 4-eodo-ethenotetrahydro-nororipavin, (~}-2 ! -hydroxy-2- 
methyl~6,7-benz >morph in n mcyi mcthadol, phenoperidine, a di-roeihadoL li-dl- 
meihadol a-l-methadoi, 0-di-acety! metbadol, <x~l -acetyl metbadol or B-l -acetyl 
msthadol. 

16. Metii- ' v- _ >. " N 15, characterized in i \ nd analgetic are 

i i i M ll i i lu ii 1 » > ( % i \ t ) ndinc, 

0.4 to 4 weight-parts oxymorphone, 13 to 130 weight-parts alphaprodine, 12 to 120 
<, n nn 'dine 2 to 20 \ v ! > » n oe u t j I u ^ > ^ 

dexlropropoxyphene, 2.5 to 25 weight-parts methadone, 0.3 to 3 weight-parts metopone, 
0.8 to 8 weight-parts levorphanol, 0.8 to 8 weight-parts phenazoeioe, 60 to 600 weight- 
parts etoheptazine, 20 to 200 weight-parts propiram, 8 to 80 weight-parts profadoi, 40 to 
400 weight-parts phenampromide, 10 to 100 weight-parts' thiambutene, 8 to 80 weight- 
parts pentazocine, 4 to 40 weight-parts pholeodeine, 1.5 to 150 weight-parts codeine, 2 
to 20 weight-parts oxycodone, 2.5 to 25 weight-parts dihydroeodeinone, 0.8 to 8 
weight-parts hydromorphone. 0.1 to 1 weight-parts fen tarry!, 15 to 150 weight-parts 3- 
tra;>s-diniv4hyuindno-4-pbenyl-4-tran3-earbetboxy-A'-c>v I 4v » l« > 6i ■ " c Jn pans 
o-dimefh m t m 1 >^ phenyl-carbamoyl)-propiophenon-oxim s 5 to 50 
weight-parts (-) B-2 , -hydroxy-2 ) 9-dinsethyl-5-phenyl-6,7-benzomofphan, 13 to 130 
weight-parts (~)-2'-hydroxy-2-(3-methyl-2-butenyl)-9-methy)-5-phenyl-6,7- 
benzomorphan, 5 to 50 weight-parts pirinitramide, 5 to 50 weight-parts (-)-a-5,9- 
diethyl-2 , -bydroxy-2-inethyl-6;7-benzon-<orpban, 5 to 50 weight-parts ethyl~I-(2- 
dimethy]anibioet.h\d}-4J ; 6,^^ 

20 to 200 weight-parts J-benzoybT!elbyl-2.3-dimethyjl-3-(m-bydroxyphenyi)- 
piperidine, 0.1 to 1 weight-parts N-aliyl-7a-( 1 -{RVhydroxy- 1 -melhy l-buty S)-6, 1 4-endo- 
ethenofetrahydro-nororipavin, 14 to 140 weight-parts (-)-2'-hydroxy-2-methyl-6,7- 
benzomorphan, 5 to 50 weight-parts noraey! methadol 2 to 20 weight-parts 



phenoperidine, 2.5 to 25 weight-parts oc-dl-raethadol, 40 to 400 weight-parts B-dl- 
methadoJ, 0.3 to 3 weight-parts tx-d-rnethadGl, OJ to 8 weight-parts B-dl-aeetyi 
metbado], 0.8 jo 8 weight-parts a- 1 -acetyl methadol or 0.4 to 4 weight-parts 8-1 -acetyl 
methadol, 

17. e j sition,- which doe s icet esia, 
euphoria or physical dependence when administered parenteral iy, characterized- in that 
the comp> sin >o on ; -;ses an orally ineffective bu: p3ivi c . ^ dose of 

m si get in an oral dosage form. 

18. Orally effective analgetic composition, which does not produce analgesia, 
euphoria or physical dependence when administered parenteral ly s characterized in that 
the composition comprises an orally ineffective but parenteraily effective close of 
naloxone and an analget ic dose of an orally effective strong analgetic in an oral dosage 
■form. 

19. Orally effective analgetic composition, which does not produce analgesia, 
euphoria or physical dependence when administered parenteraily, characterized in that 
the composition comprises naloxone and an orally effective strong analgetic in an oral 
dosage form and contains a sufficient amount of naloxone for each analgetic dose of the 
a - 1 co v ag< s -rdcr to negate the analgetic and euphoric effect of the composition 
when the oral dosage form is administered parenteraily. 

20. I | J I v J " t llt!i J ill 5 II v\l«l[WlO 

comprises 1 weight-part naloxone per 40 to 400 weight-parts meperidine, 0,4 to 4 

o ixi-- | -> \ i\ puW ! J i | ! K ^ t ( i 

aniloiiJiao. 2 t ■ fo vvughopao dexiromoramide 12 to 120 weight-parts 

uv! I glK ^ " " 'h ' ' i' iri.M \ it til -ok 

0.8 to 8 weight-parts levorphanol, 0.8 *e * v wi > < * * > UI » 

parts etoheptazine, 20 to 200 weight-parts propiram, 8 to 80 weight-parts profadol, 40 to 
400 weight-parts phenampromide, 10 to 100 weight-parts thianobiuene, 8 to 80 weight- 
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parts pentazocine, 4 to 40 weight-pasts pholcodeine, 15 to 150 weight-parts codeine, 2 

s e - c do « 23 veigh parts dihydi 1 > 8 

weight-parts hydromorpbonc, 0,1 to 1 weight-parts fentany!, 15 to 150 weight-parts 3- 
trans-dtmeihy]am!nO'4~phen>4~44rans-carbethoxy-A*-cyclohexene s 6 to 60 weight-parts 
3-dimethylamino-t (4-nieihox; henyl-carbamoyl > r-henon-oj 
weight-parts H-B-Z'-hydroxy-a^-dimethyl-S-phenyl-ej-benzomorphan, B to 1 30 
weight-parts (-)-2*-hydroxy-2-(3-meihyJ-2-bulenyl)-9-niethyl-5-phenyl-6 t 7- 
benzomorphan, 5 to 50 weight-parts pirinitramide, 5 to 50 weight-parts (-)-a-5,9- 
diedry!-2 , -hydroxy--2--methy!-6,7-benzornorphan, 5 to 50 weight-parts ethyl- W.2- 
, v i ' t i ibydro-3-methyl-4-<>xo-6-phenylindoi-2-carboxy!ate, 
2.0 t,. >»■ wtJi-ht-jMits i 4vn7-»y!incdnl-2,3-dlraethyil-3-(JYi-hydroxypheny|)- 
piperidine, 0.1 to 1 weight-parts N-allyl-7a-( 1 -(R)-hydroxy- 1 -methyl-butyi)-6, 14-ert<Je- 

t i t, » ; > , i )fivtn, 14 to 140 weight-parts (-)-2 ! -hydroxy-2-methyh6,?- 
benzomorphan, 5 to 50 weight-parts noracyl methadol, 2 to 20 weight-parts 
phenoperidine, 2.5 to 25 weight-parts a-dl-methadol, 40 to 400 weight-parts B-dl- 
raethadol, 0,3 to 3 weight-parts a~l*methadbl ? 0,8 to 8 weight-parts B-df-acety! 
methadol, 0.8 to 8 weight-parts a- 1 -acetyl methadol or 0,4 to 4 weight-parts 15-1 -acetyl 
methadol. 

21. Orally effective, analgetic composition, which does not produce analgesia, 
euphoria or a physical dependence when administered parenteral \ t t 
the composition comprises about 0.1 mg to about 10 mg naloxone per analgetic oral 
dose of an orally effective strong analgetic in an oral unit dosage form. 

r Or .Eh eikOno an ileetjc composition, which .does not produce analgesia, 
enj h i ^ il | d,) 1 i si t iii m i 1 that 

the composition comprises about 0. 1 mg to about 2,5 mg naloxone per analgetic oral 
dose of an oralis effective strong analgetic in an oral unit dosage form. 

23. Orally effective analgetic composition, which does not produce analgesia, 
euphoria or a physical dependence when administered parenterally, characterized in that 
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the composition comprises about 0.1 mgto about 2.5 mg naloxone per analgetic oral 
doseoi Iget selected h eperidine xymorphon s aprod \ i .jiendine. 
dextromoi l! lex prop phene, n adons metopone levorp 

> v. / ! v i > > / > ^ ' i S ! d i 1 ^ 

pentazocine, us codeine, oxycodone, dihydrocodeinone. hydromorphone, 

femanyh 3-tJX5ns<]inieihylamino4-pheny!4-trans~carbethoxy-A i -cyclohexcne > 3- 
dimeOiylainino-O^-methoxy-phenyl^rbamoyO-propiophenoivoxime, (-)-B-2*- 
hydroxy-a^-dimcthyl-S-phenyl-ej-benzoroorphan, (-)-2 5 -bydroxy.-2-(3-methyI-2- 
bntenyl}-9oTieihyld;i;hen>4-6J-benzomorphan/pirinitramide 5 (-)-oc-5,9-diethyl-2'~ 
hydroxy-2 • metbyM> J-benzomorphan, ethyl l-(2-dimethyiamfnoethyl)-4 ( 5 s 6,7- 
tetrahydro-3-methyl-4-oxo-6-phenylindol-2-carboxy!ate, 1 -benzoylmethyi-23- 
dimelhyil-3-(ni-hydroxypheny])-piperidme, N~a!ly!-?a-(l -(R)-hydroxy- 1 -methyl- 
butyl)^, 1 4-endo-ethenotetrahydro-nororipavin } (-)-2'-hydroxy-2-methy|-6,7- 
benzomorphan, noracy! methadol, phenoperidme, a-dl-methadol, B-dl-niethadol, a-1- 
methadoi, B-d!-acetyl methadol a-1 -acetyl methadol or B- 3 -acetyl methadol in an oral 
unit dosage form. 

24. Composition according to any of the claims 1 7 to 23, characterized in that the 
analgetic is methadone, phenazoeirse, meperidine, codeine, dextropropoxyphene, 
camphorated opium tincture, levorphanof, profadol, oxymorphone, (-)- 6-2* -hydroxy- 
2,9-dimethyl-5-phenyl-6,7-benzomorphan.or (-)-a-5.,9-diethyl-2'-hydroxy-2-methyl-6,7- 
bcnzoinorphan, 

25. Com] nth n act o d g to claim 21 characterized in that it comprises I mg 
s ^ < i o ? t 8 rng phenazocine, 

26. ! oi oi , . ul i. . i » i v, ' 1 m d it c i ses " mg 
naloxone for about 5 to about 10 mg methadone, 

27. Composition according to claim 21, characterized in that it comprises 5 mg 
naloxone for about 25 to about 50 mg methadone. 



28. Composition according to claim 2,1, characterized in that it comprises 1 mg 
xuih "ne r si nS }'<$■' :! a; f ^ me d-\u> |-? o.\pheiic 

29. Cmoposhs o , ana ' 'hi am e v hat a < oe i 
naloxone for about 2 to about 8 mg levorphanol. 

30. < n silson at din to claim 21, characterized in that it comprises 1 .mg 
naloxone for about 1 0 to about 40 mg profado!. 

31. i ! i a <, Jii J ^ ' 1 Ji oaae /ed m that it comprises I mg 
naloxone for about 5 to about 25 mg (-)-B-2'-hydrox: • 2.9- limetbyl-5-phenj 7 
benzom orphan. 

32. Composition according to claim 21, characterized in that it comprises ! mg 
naloxone per about 5 to about 25 mg (-)-a-5,9-diet}}yl-2-hydfoxy-2-methyi-6,7- 
benzomorpham 

33. Composition according to claim 2 i, characterized in that it comprises 1 mg 
naloxone pes ib ut 10 na ox; no ihos * 

34. Analgetic composition according to any of the claims 3 ? to 33, combined with 
an active ingredient selected from aspirin, phenacetin, caffeine, acetaminophen, 
antihistamin matrop nc ! bromide tertyl t s i tte. b hiturates or 
mixtures there> -f. 

35. i v i 1 tion, which substanti joes not provide is 
option for drug abuse when administered parentcr u » <. <\ -a dm that the 

,i « \ e- n p;oe\ a"> < self mc:J ! .a , ,h e-.eo-ve do^e of naloxone 

and an analgetic dose of an orally effective strong analgetic in an Oral dosage form. 
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36, < omp sitU n according t ■ claim *5, characterized in thai the analgeli . is 
meperidine, oxymorphone* alphaprodine, amleri line, dexlromoramide, 
dextropropoxyphent vihat i eo< <. 1 h.i c;m is 

npi! > > v. v 'i i n i ik v a ! oh v LrxL - c, t 

oxycodone, dihydrocodeinone, hydromorphone, fentanyl, 3-trans-diniethylamino-4- 
phenyM-irans-eaibethoxy-A'-cyciohexene, 3-dimethylaniino-0-(4-methoxy-pheny!- 
carbamoyl)-propioplienon-oxirae, (»)-D-2 ! "hydroxy-2,?-d!methy{-5-phenyi~6 s 7- 
benzomorphan, {-)--2^4iydroxy--2--(3-methyl--2-birtenyl)-9-methyl-5-phenyl-6 > 7- 
xii m s ij i >! < i 1 *ide (-)-a-5,9»djethyl»2 t »hydroxy"2--methy)"6 ) 7- 
benzomorphan, ethyl 1^2-dimethylaromoethyl)-4 } 5,6,7-tetra}>ydro-3-methyl-4-oxo-6- 

j ! ^ ! / tS< ! * ht J i o ^ ^ 

piperidine, N-aliyf-7<x-(l -(R)~hydroxy~l-methyl-buiyl)-6, i 1 , ■ .ov < d << 
nororipavtn, (-)~2'-hydroxy-2-sr:ethyl^6,7-benzomorp'nan s noracyl methadoi, 
phenoperidine, a-dl-methadol, 6-dl-methadol, a-I-methado), B-dl-acetyl methadoi. cc-1- 
aeetyl methadoi or 8-1 -acetyl methadoi. 

37. Composition according to claim 36, characterized in that the composition 
comprises 1 weight-part naloxone per 40 to 400 weight-pans meperidine, 0.4 to 4 

t-pai >xymorph me, 13 to 130 weight-parts aiphaprodine, 12 to 120 weight-parts 
\m ^ J w I ^ ' .v > ramjde 12 to 120 weight-parts 

dextropropoxyphene, 2.5 to 25 weight-parts methadone, 0.3 to 3 weight-parts metopone. 

0. 8 to 8 v ■ , <o - a lot 0.8 to 8 weight-parts phenazocine 60 to 6i >< > w eight- 
m, v v ^ i \ ' t« " v - •> proptram, 8 to 80 weight-parts profadol 40 to 
400 v eight it >\ ! loi A-iJit-partsthianibutene, 8 to 80 vveight- 

, i\ ] i i i 'Oi pi >• p't codune, 15 to 150 weight-part c ielne, 

1. >< i»n"hi ^r*s N^a-i : ^ a 2 r vfighx parts dih>. k i\ 0 8 to 8 
weight-parts hydromorphone, 0.1 to 1 weight- parts fentanyf, 15 to 5 50 weight-parts 3- 

i! s v l-phc I i vd S J i > ) weight 

tl nine I t i ^ ^ ! v ) 1 ] s n * n-oxim t 

< i , . i 1 h} h >o " ^ < i ia , i h v o KTCoa * 13 to I 
weight-parts {-)-2'-hydto\y-2-{3-metKi 2 hutem, s)-«-m-.-thv hyphen: 1-6 7- 
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,1/ p ^ < i j . < i ! | l\ ! l 4^9- 

droxy-2-rae j 6, benzomoiphan, 5 to 50 v t-pa c yi-l-(2- 
dimethylaminoethyiM^ej-tetr^ 

20 to 200 ^eh' tyr.^ I kn*-: }nK".hvl-.*.. ^-Jimeih-, J-"~;o : >o ,;r A ' H ! - *'o ! > 
I ne, 0.1 to 1 i ricthy- 3-buty 1 4 endo- 

ethenotetrahydro-nororipavin, 14 io 140 weight-parts (- V2 .hydroxy-2-rocthy! 6.7- 
benzomorphan, 5 to 50 weight-parts noracyl methadol, 2 to 20 weight-parts 
phenoperidine, 2.5 to 25 weight-parts a-dhrsethadol, 40 to 400 weight-parts B-di- 

' h 1 1 t- a-l-methadol, 0.8 to 8 weight-parts f$~di~acetyl 

methadol, 0.8 to % weight-parts a- 1 -acetyl methado! or 0.4 to 4 weight-parts B-l-aeetyi; 
Metbadoi. 

38. Composition according to any of the claims 35 to 37, characterized in that the 

% t> is s cthadone phc lazocme, meperidine, codeine, dextropropoxypherte, 
camphorated opium tincture, tevorphanol, profadol, oxymorphone, (~)-fi-2 -hydroxy- 
2,9-dirnethyl-5-phenyI-6,7-benzomorphan or (-)-a-5 > 9-dieihyl-2 , -hydr'oxy-2-rnethyl-6 s 7- 
benzomorphan. 



